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DETAILED ACTION 

The response filed on 7/24/08 presents remarks and arguments to the office 
action mailed on 4/29/08. Applicant's request for reconsideration of the rejection of 
claims in the last office action has been considered. 

Applicant's arguments have been fully considered but they are not deemed to be 
persuasive. Rejections and/or objections not reiterated from previous office actions are 
hereby withdrawn. The following rejections and/or objections are either reiterated or 
newly applied. They constitute the complete set presently being applied to the instant 
application. 

The text of those sections of Title 35, U.S. Code not included in this action can 
be found in a prior Office action. 

Status of Claims 

Claims 1-3 are pending in this office action. Claims 4-5 are cancelled. 

Response to argument under 103 rejection: 

Applicant argues by posing several questions. 

Applicant argues whether the ratio 1 :4.5 of Dexter would be helpful for the person 
skilled in the art working to develop a freeze-dried composition only comprising 
oxaliplatin and alcoholic sugar? 

In response, yes, because Bouloumie teaches that the concentration of mannitol 
is 9 mg (see col. 10, lines 10-11) and the concentration of the drug oxaliplatin is 1.18. 
Accordingly, the ratio of oxaliplatin to mannitol is 1 :7.6. Thus, the ratio of Dexter is 
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within experimental and the purview of the skilled artisan and hence, the skilled artisan 
could optimize the optimum working range. Regarding claims 10-11, 18-19 and 28-29 
with particular concentrations and ratios, Dexter teaches (For example, that 100 mg of 
oxaliplatin is used with 450 mg of lactose, wherein the ratio is 1 :4.5) which is within the 
claimed invention. Note, as explained in the last office action that stated substituting 
lactose for mannitol would have been obvious even though Applicant correctly states 
lactose is not a non-alcoholic sugar, however, because the prior art had employed 
mannitol prior to Applicants' invention (see Bouloumie), substituting the lactose in 
Dexter with the mannitol in Bouloumie would have been obvious to one of ordinary skill 
in the art. Also it would have been "obvious to try" by substituting lactose to mannitol in 
the ratios given since both agents (mannitol and lactose) have been employed in the 
prior art. 

It is the Examiners view that once the concept is known or available, one of 
ordinary skill in the art would be motivated to find the optimum working range supra. 
Also it has been held that where the general conditions of a claim are disclosed in the 
prior art, it is not inventive to discover the optimum or workable ranges by routine 
experimentation. See In re Aller, 220 F.2d 454 105 USPQ 233,235 (CCPA 1955). 

Applicant further argues that if a person skilled in the art working to develop a 
freeze-dried composition only comprising oxaliplatin and alcoholic sugar find helpful 
instruction from Boulomie's freeze-dried composition comprising oxaliplatin, the 
alcohol sugar mannitol and the amino acid alanine? 

In response, yes, because Bouloumie teaches oxaliplatin can be freeze-dried 
with mannitol wherein the concentration of mannitol is 9 mg and the concentration of the 
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oxaliplatin is 1 .18. Both Bouloumie and Dexter employed a sugar in the freeze-drying 
procedure of oxaliplatin. Bouloumie in the reference teaches the advantages of 
employing mannitol in a freeze drying that mannitol makes it possible to maintain the 
solid and the rigid structure of the volume of the freeze-dried product and also makes it 
possible to adjust the isotonicity of the reconstituted solution. As explained in the last 
office action that stated substituting lactose for mannitol would have been obvious even 
though Applicant correctly states lactose is not a non-alcoholic sugar, however, 
because the prior art had employed mannitol prior to Applicants' invention (see 
Bouloumie), substituting the lactose in Dexter with the mannitol in Bouloumie would 
have been obvious to one of ordinary skill in the art. Also it would have been "obvious 
to try" by substituting lactose to mannitol in the ratios given since both agents (mannitol 
and lactose) have been employed in the prior art. 

Question 3: Could the person skilled in the art working to develop a freeze- 
dried composition only comprising oxaliplatin and alcoholic sugar be aided by the 
combination of Boulomie and Dexter. 

Yes. See above. 

Question 4: Does Ibrahim include helpful instructions leading to the weight 
ratio of oxaliplatin to the alcoholic sugar of from 1 :3 to 1 :7 as set forth in claim 1 ? 

Yes, see above. To summarize all the questions the combination of references 
would have made it obvious to arrive at the claimed invention because the test for 
obviousness is not whether the features of a secondary references may be bodily 
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incorporated into the structure of the primary reference; nor is it that the claimed 
invention must be expressly suggested in any one or all of the references. Rather, the 
test is what the combined teachings of the references would have suggested to those of 
ordinary skill in the art. See In re Keller, 642 F.2d 413, 208 USPQ 871 (CCPA 1981). 

With regard to the statement, " The cited references disclose a freeze-dried 
composition having a mannitol (alcoholic sugar) with oxaliplatin in a ration of 1:4.5". 
Examiner has withdrawn the statement and has replaced it with lactose. The Examiner 
would like to thank Applicant for bringing that to attention. The rejection has been 
modified below to correct typo. 



Claim Rejections - 35 USC § 103(clarification made to the rejection below, no new 
citations added) 

The following is a quotation of 35 U.S.C. 1 03(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set 
forth in section 102 of this title, if the differences between the subject matter sought to be patented and 
the prior art are such that the subject matter as a whole would have been obvious at the time the 
invention was made to a person having ordinary skill in the art to which said subject matter pertains. 
Patentability shall not be negatived by the manner in which the invention was made. 

The factual inquiries set forth in Graham v. John Deere Co., 383 U.S. 1 , 148 
USPQ 459 (1966), that are applied for establishing a background for determining 
obviousness under 35 U.S.C. 103(a) are summarized as follows: 

1 . Determining the scope and contents of the prior art. 

2. Ascertaining the differences between the prior art and the claims at issue. 

3. Resolving the level of ordinary skill in the pertinent art. 

4. Considering objective evidence present in the application indicating 
obviousness or nonobviousness. 
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This application currently names joint inventors. In considering patentability of 
the claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of 
the various claims was commonly owned at the time any inventions covered therein 
were made absent any evidence to the contrary. Applicant is advised of the obligation 
under 37 CFR 1 .56 to point out the inventor and invention dates of each claim that was 
not commonly owned at the time a later invention was made in order for the examiner to 
consider the applicability of 35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) 
prior art under 35 U.S.C. 103(a). 

Claims 1-3 are rejected under 35 U.S.C. 103(a) as being unpatentable over 

Ibrahim et al. WO 94/12193 in view Bouloumie et al., US 6,284,277 and further in view 

of Dexter et al., US 6,063,780. 

The claims recite a pharmaceutical composition prepared by freeze drying in a 
vacuo, containing oxaliplatin as the active component and a pharmaceutically 
acceptable carrier, characterized in that the carrier is at least one alcoholic sugar of 
non-animal origin, the weight ratio of oxaliplatin to the alcoholic sugar of non-animal 
origin or alcoholic sugars of non-animal origin being 1 :3 to 1 :7. 

Ibrahim et al, teach a freeze -dried composition comprising oxaliplatin and a 
mannitol, see abstract and page 7 example 2. The reference also teaches that the 
composition is placed (60 ml) in a vial (falcon). It is understood that the size of the 
container is not taught, however, 60 ml is equated to occupying 60% of the capacity of a 
vial, cooled and freeze dried at temperatures of -50. See pages 9, lines 9-16. (Thus 
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interpreted as prepared by freeze-drying). The reference fails to teach the ratio of 
oxaliplatinum and mannitol. 

Boulomie et al is introduced for its teaching of a ratio of 1 :7.6 of oxaliplatinum 
and mannitol. 

Boulomie et al. teach a freeze-dried pharmaceutical formulation, wherein the 
active agent is oxaliplatin. See col. 6, lines 58-60 and col. 7, line 7. The reference also 
teaches that the active agent is freeze-dried in a formulation of mannitol (an alcoholic 
sugar). See col. 10, lines 10-30 as required by instant claims 1-3 and 4(in part). 
Bouloumie teaches that the concentration of mannitol is 9 mg and the concentration of 
the drug is 1.18, accordingly the ratio is 1:7.6; see col. 10, lines 10-15. 

Dexter et al. teach administering an effective amount of a platinum complex 
compound (see abstract) in a freeze-dried formulation in a concentration of 1 :4.5 of the 
lactose. See col. 5, lines 60-63. (For example, 100 mg of oxaliplatin is used with 450 
mg of lactose, then the ratio is 1 :4.5), which is within the claim limitation of claims 1 and 
4. 

One of ordinary skill in the art would have been motivated to combine the cited 
prior art of Ibrahim et al. with Boulomie because freeze dried oxaliplatin have been 
taught in the prior art of record. The cited references disclose a freeze-dried 
composition having a mannitol (alcoholic sugar) with oxaliplatin. 

With regards to the ratio, it is the Examiners position that once the concept is 
known or available, one of ordinary skill in the art would be motivated to find the 
optimum working range. Also it has been held that where the general conditions of a 
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claim are disclosed in the prior art, it is not inventive to discover the optimum or 
workable ranges by routine. See In re Aller, 220 F.2d 454 105 USPQ 233,235 (CCPA 
1955). 

It would have been obvious to have made a freeze-dried composition that 
comprises oxaliplatin and mannitol because such is known in the art. As with the 
concentration it is within the purview of the artisan to optimize. 

Maintained Claim Rejections - 35 USC § 103 

Claims 1-3 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Bouloumie et al., US 6,284,277 in view of Dexter et al., US 6,063,780. 

Boulomie et al. teach a freeze-dried pharmaceutical formulation, wherein the 
active agent is oxaliplatin. See col6, lines 58-60 and col. 7, line 7. The reference also 
teaches the active agent is freeze-dried in a formulation of mannitol (an alcoholic 
sugar). See col. 10, lines 10-30 as required by instant claims 1-3 and 4(in part). As to 
instant claim 5, oxaliplatin is a known anticancer agent and belongs to the group of 
platinum drug derivatives; therefore one of ordinary skill in the art would have been 
motivated to use oxaliplatin for the treatment of cancer. 

The above reference, however, fail to teach the range of oxaliplatin and the non- 
alcoholic sugar. 

Dexter et al. teach administering an effective amount of a platinum complex 
compound (see abstract) in a freeze-dried formulation in a concentration of 1 :4.5 of the 
alcoholic sugar lactose. See col. 5, lines 60-63. (For example, 100 mg of oxaliplatin is 
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used with 450 mg of lactose, then the ratio is 1 :4.5), which is within the claim limitation 
of claim 1 and 2. The formulation is used for the treatment of tumors see col. 6, lines 
13+. It is noted that the reference teaches lactose instead of mannitol. 

However, one of ordinary skill in the art would have been motivate to substitute 
the alcoholic sugar lactose with that of mannitol and freeze -dry the formulation in a 
concentration recited by Dexter et al. for the administration to tumor patients as taught 
by Dexter et al. See col. 6, lines 13+. 

As to the procedure on how to freeze-dry the formulation, one of ordinary skill in 
the art would follow the manual procedure for freeze-drying based on the instrument 
used. It is common knowledge to refrigerate or place on ice the composition for freeze- 
drying before attempting freeze-drying. As evidence by Laboratory procedures for 
microorganisms, the vials containing the active agent is place at -20 0 C before the 
freeze drying procedure. Bouloumie et al. teach that the rate of freezing in a vacuum is 
-2° C/min. University of Cambridge discloses that there are lots of different ways of 
lyophilizing or removing water, and the process chosen to formulate a particular drug 
will depend on the intended delivery method as well as the stability of the substance as 
evidence by. 

No claim is allowed. 

THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 .136(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
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TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1 .136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to SHIRLEY V. GEMBEH whose telephone number is 
(571 )272-8504. The examiner can normally be reached on 8:30 -5:00, Monday- Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, MICHAEL HARTLEY can be reached on 571-272-0616. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 
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Supervisory Patent Examiner, Art Unit 1618 
IS. V. G.I 

Examiner, Art Unit 1618 
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